TCT-130: The Novel Synthetic Peptide (s<S) PSRCDCR-NH2, Reduces Carotid Artery Thrombus Formation In Rabbits By Inhibiting Platelet Aggregation  by unknown
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FRQWLQXRXVEORRGÀRZPRQLWRULQJLQDOODQLPDOV([YLYRSODWHOHWDJJUHJDWLRQWR0$'3DQG
0$$LQSODWHOHWULFKSODVPD353ZDVGHWHUPLQHGEHIRUHEDVHOLQHDQGDWPLQDIWHUWKH
LQLWLDWLRQRIGUXJDGPLQLVWUDWLRQLQVWDQWO\SULRUWRHOHFWULFDOVWLPXODWLRQ$WPLQDIWHUHOHFWULFDO
VWLPXODWLRQWKHFDURWLGWKURPEXVZDVUHPRYHGDQGZHLJKHG%ORRGORVVZDVFDOFXODWHGE\WKHDPRXQW
RIEORRGJDWKHUHGRQDSUHZHLJKHGJDX]HSRVLWLRQHGRQDVWDQGDUGL]HGLQFLVLRQSHUIRUPHGRQWKH
DQWHULRUDEGRPLQDOZDOO
5HVXOWV,QWKHFRQWUROJURXSFDURWLGDUWHU\ZDVWRWDOO\RFFOXGHGZLWKLQPLQDIWHUHOHFWULFDO
VWLPXODWLRQZKLOHLQWKH66365&'&51+DQGHSWL¿EDWLGHJURXSVFDURWLGDUWHU\EORRGÀRZDW
PLQDIWHUHOHFWULFDOVWLPXODWLRQZDVUHGXFHGWRDQGUHVSHFWLYHO\S
YVFRQWURO7KURPEXVZHLJKWZDVVLJQL¿FDQWO\UHGXFHGLQDQLPDOVUHFHLYLQJ66365&'&51+
RUHSWL¿EDWLGHYVFRQWUROPJRUPJYVPJUHVSHFWLYHO\SYVFRQWURO
3ODWHOHWPD[LPXPDJJUHJDWLRQ WR$'3DQG$$LQ WKHFRQWUROJURXSZDVQRWDOWHUHGPLQDIWHU
HOHFWULFDO VWLPXODWLRQ FRPSDUHG WR EDVHOLQH ZKHUHDV LW ZDV VLJQL¿FDQWO\ LQKLELWHG LQ WKH 66
365&'&51+DQGHSWL¿EDWLGHJURXSVWR$'3>E\DQGSYVFRQWURO@
DQGWR$$>E\DQGSYVFRQWURO@1RVLJQL¿FDQWLQFUHDVHRIEORRGORVV
ZDVREVHUYHGLQ66365&'&51+DQGHSWL¿EDWLGHJURXSVFRPSDUHGWRFRQWURO
&RQFOXVLRQV66365&'&51+DQRQ5*'QRYHOF\FOLFSHSWLGHUHGXFHVH[SHULPHQWDOWKURPEXV
IRUPDWLRQ LQ D UDEELW FDURWLG DUWHU\ WKURPERVLV PRGHO E\ LQKLELWLQJ SODWHOHW DJJUHJDWLRQ ZLWKRXW
DIIHFWLQJEOHHGLQJDVVD\V
7&7
,QÀXHQFHRI+HDUW5DWHRQ'LDJQRVWLF3DUDPHWHUVIRU(SLFDUGLDO&RURQDU\6WHQRVLVZLWK
&RQFRPLWDQW0LFURYDVFXODU'LVHDVH
6ULNDUD93HHOXNKDQD.UDQWKL..ROOL$ULI,PUDQ0RKDPHG(IIDW7DUHN+HOP\0DVVRXG
/HHVDU(ULF:6FKQHHEHUJHU3DXO6XFFRS:LOOLDP*RWWOLHEVRQ5XSDN.%DQHUMHH
8QLYHUVLW\RI&LQFLQQDWL&LQFLQQDWL2+'HDFRQQHV+RVSLWDO&LQFLQQDWL2+&LQFLQQDWL
&KLOGUHQ¶V+RVSLWDODQG0HGLFDO&HQWHU&LQFLQQDWL2+
%DFNJURXQG 3UHVHQFH RI FRQFRPLWDQW PLFURYDVFXODU GLVHDVH 09' DIIHFWV WKH GLDJQRVLV RI
HSLFDUGLDO VWHQRVLV (6 GXULQJ FDUGLDF FDWKHWHUL]DWLRQ 7KH GLDJQRVLV LV DOVR DIIHFWHG E\ IDFWRUV
OLNHKHDUWUDWH+5DQGSHUFHQWDJHDUHDVWHQRVLV$6)RUEHWWHUGLDJQRVLVWKLVVWXG\HYDOXDWHVWKH
LQÀXHQFHRI+5RQIUDFWLRQDOÀRZUHVHUYH))5DQGDOWHUQDWLYHGLDJQRVWLFLQGLFHVSUHVVXUHGURS
FRHI¿FLHQW &'3H DQG OHVLRQ ÀRZ FRHI¿FLHQW /)& IRU YDULRXV GHJUHHV RI (6 ZLWK09':H
K\SRWKHVL]HWKDW))5&'3HDQG/)&DVVHVVHGLQYLYRDUHLQGHSHQGHQWRI+5
0HWKRGV6LPXOWDQHRXVPHDVXUHPHQWVRIK\SHUHPLFFRURQDU\DUWHULDOSUHVVXUHGURSGSDQGDYHUDJH
SHDNÀRZYHORFLW\$39ZHUHSHUIRUPHGRQSLJVNJXVLQJDGXDOVHQVRUWLSSHGJXLGHZLUH
(6 DQG 09' ZHUH FUHDWHG XVLQJ DQJLRSODVW\ EDOORRQV DQG  P SRO\VW\UHQH PLFURVSKHUHV
UHVSHFWLYHO\9HVVHODUHDZDVPHDVXUHGXVLQJ,986FDWKHWHU&'3HDQG/)&ZHUHFDOFXODWHGDVGS
$39ëDQG  UHVSHFWLYHO\N LV $6DQGXP LV WKHYHORFLW\DW WKHVLWHRI VWHQRVLV))5
&'3HDQG/)&ZHUHDVVHVVHGIRU³$6´DQG³$6! ´IRU+5DQG+5!ESP$ZD\
UHSHDWHGPHDVXUH$129$ZDVSHUIRUPHGZLWKPHDVXUHPHQWVWRGHWHUPLQHWKHLQÀXHQFHRI+5
RQGLDJQRVWLFSDUDPHWHUVIRUYDULDEOH$6ZLWK09'SZDVFRQVLGHUHGVWDWLVWLFDOO\VLJQL¿FDQW
5HVXOWV7KHPHDQYDOXHVRI))5IRUERWK+5!&'3H+5
+5!DQG/)&IRUERWK+5!ZHUHQRWVLJQL¿FDQWO\GLIIHUHQW
S! IRU YDULDEOH+5 FRQGLWLRQV 7KHPHDQ YDOXHV RI ))5 $6  
$6!&'3H$6$6!DQG/)&$6
$6!ZHUHVLJQL¿FDQWO\GLIIHUHQWSXQGHUYDULDEOH$6FRQGLWLRQV
&RQFOXVLRQ)RU(6ZLWKFRQFRPLWDQW09'+5KDVLQVLJQL¿FDQWLQÀXHQFHRQ))5&'3HDQG/)&
7&7
,PSDFWRI2ULHQWDWLRQDQG6L]H0DWFKHG7UDQVFDWKHWHU$RUWLF9DOYHVRQ9DOYHLQ9DOYH
+HPRG\QDPLFV
$OL1$]DGDQL1LFRODV-DXVVDXG/LDQJ*H6DP&KLWVD]7LPRWK\$0&KXWHU(ODLQH(
7VHQJ
8&6)0HGLFDO&HQWHUDQG6DQ)UDQFLVFR9$0HGLFDO&HQWHU6DQ)UDQFLVFR&$
%DFNJURXQG 7UDQVFDWKHWHU DRUWLF YDOYH LPSODQWDWLRQ 7$9, LV D YLDEOH WUHDWPHQW IRU VHOHFWHG
SDWLHQWVZLWKIDLOLQJELRSURVWKHVLV:HKDYHSUHYLRXVO\VKRZQWKDWFXUUHQWO\DYDLODEOH6$3,(17$9
VL]HVGLGQRW\LHOGDFFHSWDEOHYDOYHLQYDOYHKHPRG\QDPLFVLQVPDOOGHJHQHUDWHGELRSURVWKHVHVVLQFH
RSWLPDO7$9IXQFWLRQUHTXLUHGIXOOVWHQWH[SDQVLRQWRLWVQRPLQDOVL]H7KHVWXG\REMHFWLYHZDVWR
GHWHUPLQHLIDPP7$9SURYLGHVDFFHSWDEOHKHPRG\QDPLFVLQVPDOOGHJHQHUDWHGELRSURVWKHVHVDQG
WKHLPSDFWRI7$9VSDWLDORULHQWDWLRQRQYDOYXODUKHPRG\QDPLFVDQGFRURQDU\ÀRZV
0HWKRGV PP 7$9VZHUH FUHDWHG IRU 7$9, ZLWKLQ  DQG PP GHJHQHUDWHG 3(5,02817
ELRSURVWKHVHV%LRSURVWKHWLFGHJHQHUDWLRQZDVVLPXODWHGXVLQJ%LR*OXHWR\LHOGDFRQVLVWHQWPP+J
PHDQJUDGLHQW'HJHQHUDWHGYDOYHV VXWXUHG LQWRKXPDQKRPRJUDIW URRWVZHUHPRXQWHG LQDSXOVH
GXSOLFDWRU7$9,ZLWKLQELRSURVWKHVHVZDVRULHQWHGZLWK7$9DQGFRPPLVVXUHVDOLJQHGDQG WKHQ
URWDWHG
5HVXOWVPP7$9V LQPPELRSURVWKHVHVPLJUDWHG UHWURJUDGH LQWR WKH OHIW YHQWULFOHZKHUHDV
7$9,LQPPELRSURVWKHVHVVLJQL¿FDQWO\UHGXFHGPHDQJUDGLHQWV7DEOH0LOGUHJXUJLWDWLRQZDV
VHHQDQGHQHUJ\ORVVZDVVLJQL¿FDQWO\KLJKHUWKDQZLWKVXUJLFDOUHUHSODFHPHQWXVLQJQRUPDOPP
YDOYHV7$9,RULHQWDWLRQKDGQRLPSDFWRQKHPRG\QDPLFVRUFRURQDU\ÀRZV
&RQFOXVLRQV9DOYHLQYDOYHKHPRG\QDPLFVIRUPPGHJHQHUDWHGELRSURVWKHVHVLPSURYHGZLWKVL]H
VSHFL¿F7$9VZKLFKPDWFKELRSURVWKHWLFVL]H7$9,RULHQWDWLRQZLWKLQELRSURVWKHVHVGLGQRWDIIHFW
KHPRG\QDPLFV
7&7
$7LPHFRXUVH6WXG\RI9DVRPRWRU)XQFWLRQ$IWHU,PSODQWDWLRQRI1RYHO3DFOLWD[HOHOXWLQJ
6WHQWLQ5DEELW,OLDF$UWHULHV
7DNDPLWVX1DNDPXUD,UHQD%UDQWV'DZQ:LQVRU+LQHV1LFRODV&KURQRV'RQJPLQJ+RX
6DLQW-RVHSK¶V7UDQVODWLRQDO5HVHDUFK,QVWLWXWH$WODQWD*$%RVWRQ6FLHQWL¿F&RUSRUDWLRQ
1DWLFN0$
%DFNJURXQG$JURZLQJERG\RIFOLQLFDOGDWDKDVVKRZQWKDWWKHVWJHQRISDFOLWD[HOHOXWLQJVWHQWV
3(6 LPSODQWDWLRQ FRXOG OHDG WR YDVRPRWRU G\VIXQFWLRQ1RYHO JHQHUDWLRQ RI 3(6 /DEFRDW KDV
PXFKOHVVGUXJLQFRPELQDWLRQZLWKDEOXPLQDOELRGHJUDGDEOHSRO\PHUFRDWLQJWKDWHYHQWXDOO\OHDYHD
SRO\PHUIUHH%06ZKHQGUXJLVJRQH,QWKLVVWXG\ZHDLPHGWRLQYHVWLJDWHWKHWLPHFRXUVHFKDQJHV
RIYDVRPRWRUIXQFWLRQIROORZLQJLPSODQWDWLRQRIDQRYHO3(6LQUDEELWLOLDFDUWHULHV
0HWKRGV%06(OHPHQWQ DQG/DEFRDW(OHPHQW/DEFRDWQ DERXWIROGOHVVGUXJWKDQ
WKHVWJHQHUDWLRQRI7$;86ZHUHLPSODQWHGDWUDEELWLOLDFDUWHULHV(QGRWKHOLDOIXQFWLRQDWPP
GLVWDOWRWKHVWHQWVZDVHVWLPDWHGE\DFHW\OFKROLQH$FK0P/LQIXVLRQDWGGDQGG
DQLPDOVSHUWLPHSRLQW
5HVXOWV$UWHULRJUDSKLFPLQLPDO OXPLQDO GLDPHWHU DVZHOO DV SHUFHQW GLDPHWHU VWHQRVLVZDV QRW
GLIIHUHQWEHWZHHQWZRJURXSV3!'HFUHDVHGYDVRGLODWRU\UHVSRQVHIRU/DEFRDWJURXSZDVIRXQG
DWHDUOLHUWLPHSRLQWVGZKHQFRPSDUHGWR%06/DEFRDWYV%06$FK
YV$FK YV DWGD\V S UHVSHFWLYHO\$FK
YV$FKYVDWGD\VSUHVSHFWLYHO\
+RZHYHUDWGWKHYDVRPRWRUIXQFWLRQUHVSRQVHWR$FKZDVQRWGLIIHUHQWEHWZHHQWKHWZRJURXSV
/DEFRDWYV%06$FKYV$FKYV
S 16UHVSHFWLYHO\
&RQFOXVLRQV,QYLYRHYDOXDWLRQRIWKHHDUO\DQGORQJWHUPVDIHW\DIWHUGUXJHOXWLQJVWHQWSODFHPHQWLV
LPSRUWDQWLQFOLQLFDOVHWWLQJ2XUUHVXOWVGHPRQVWUDWHGWKDWFRPSDUDEOHHQGRWKHOLDOIXQFWLRQRI%06
DQG/DEFRDW VWHQWHGYHVVHOVZDV UHDFKHGZLWKLQ WKUHHPRQWKVSRVW VWHQW LPSODQWDWLRQZKLFKPD\
LQGLFDWHFRPSOHWLRQRIGUXJUHOHDVHDQGKHDOLQJSURFHVV
7&7
&RURQDU\%LIXUFDWLRQ/HVLRQV7UHDWHGZLWKWKH1RYHO$GYDQFHG%LIXUFDWLRQ6\VWHPV70
'HGLFDWHG6WHQW$QLPDO([SHULHQFH
0HKUDQ.KRUVDQGL+HQU\%RXUDQJ0LFKDHO6KHQRGD6HSHKU)DULDEL5DMHQGUD0DNNDU
6DLEDO.DU
&HGDUV6LQDL/RV$QJHOHV&$$GYDQFHG%LIXUFDWLRQ6\VWHPV/RV$QJHOHV&$
%DFNJURXQG&XUUHQW GHGLFDWHG ELIXUFDWLRQ VWHQW V\VWHPV DUH OLPLWHG LQ WKHLU HI¿FDF\7KH$%6
0RGXODU %LIXUFDWLRQ 6\VWHP $GYDQFHG %LIXUFDWLRQ 6\VWHPV /RV $QJHOHV &$ LV D QRYHO VWHQW
SODWIRUPGHVLJQHGIRUDXWRPDWLFDOLJQPHQWDQGRULHQWDWLRQRIWKHPDLQEUDQFKDQGVLGHEUDQFKVWHQWV
ZLWKFRPSOHWHFRYHUDJHRIWKHFDULQDDQGVLGHEUDQFKDFFHVV7KH$%6GHYLFHLVDPRGXODUGXDO
FDWKHWHULQGHSHQGHQWO\PRYDEOHVWHQWGHOLYHU\V\VWHPFXUUHQWO\I,WFRQVLVWVRIDPRWKHUGDXJKWHU
VWHQW0'RQDQRYHUWKHZLUHEDOORRQFDWKHWHUDQGDGDXJKWHUVWHQW'6RQDPRQRUDLOFDWKHWHU7KH
'6FDWKHWHULVORDGHGRQDVOHHYHRIWKH0'FDWKHWHUDQGSURWUXGHVWKURXJKDQRSHQLQJLQWKHPLGGOH
RIWKH0'VWHQWDQGOHDGVWKHV\VWHP7KH'6GHOLYHU\EDOORRQLVWZLFHWKHOHQJWKRIWKH'6ZKLFKLV
PRXQWHGRQWKHGLVWDOKDOIRIWKLVEDOORRQ
0HWKRGV7KHV\VWHP LV ORDGHGRQZLUHVDQGDGYDQFHGXQWLO LW UHDFKHV WKHFDULQD7KH OHDGLQJ
'6FDWKHWHULVWKHQSXOOHGEDFNLQWRWKH0'VWHQWVRWKDWWKHSUR[LPDOPDUNHUVRIWKHWZREDOORRQV
DUHDOLJQHG7KHELIXUFDWLRQVWHQW LVQRZDVVHPEOHGDW WKHFDULQD7KH'6EDOORRQ LV LQÀDWHG¿UVW
DQGSDUWLDOO\GHSOR\VDQGURWDWHVWKHSUR[LPDOVHJPHQWRIWKH0'WRDOLJQZLWKWKHGDXJKWHUYHVVHO
DXWRPDWLFDOO\,WVLPXOWDQHRXVO\GHSOR\VWKH'67KH0'EDOORRQLVLQÀDWHGWRGHSOR\WKH0'VWHQW
.LVVLQJEDOORRQLQÀDWLRQIXOO\GHSOR\VWKHV\VWHP
7KH$%66\VWHPZDVLPSODQWHGLQVHWVRISRUFLQHPRGHOV7KH¿UVWJURXSXQGHUZHQWLPSODQWVHDFK
DQGZHUHHXWKDQL]HGLPPHGLDWHO\7KHLUKHDUWVZHUHVWXGLHGIRULPSODQWFKDUDFWHULVWLFV7KHVHFRQG
JURXSRISLJVXQGHUZHQWLPSODQWHDFKDQGXQGHUZHQWDGD\IROORZXSDQJLRJUDP
